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FILE 'HOME* ENTERED AT 12:24:24 ON 03 JAN 2003 

=> File bioscience health medicine meetings pharmacology research toxicology 
FILE *DRUGMONOG' ACCESS NOT AUTHORIZED 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'ADISCTI' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Adis International Ltd. (ADIS) 

FILE 'ADISINSIGHT' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Adis International Ltd. (ADIS) 

FILE 'ADISNEWS' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Adis International Ltd. (ADIS) 

FILE 'AGRICOLA' ENTERED AT 12:24:32 ON 03 JAN 2003 

FILE 'ANABSTR* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (c) 2003 THE ROYAL SOCIETY OF CHEMISTRY (RSC) 

FILE 'AQUASCI* ENTERED AT 12:24:32 ON 03 JAN 2003 

(c) 2003 FAO (on behalf of the ASFA Advisory Board) All rights reserved. 

FILE 'BIOBUSINESS' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Biological Abstracts, Inc. (BIOSIS) 

FILE 'BIOCOMMERCE' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 BioCommerce Data Ltd. Richmond Surrey, United Kingdom. All 
rights reserved 

FILE 'BIOSIS' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 

FILE *BIOTECHABS' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 



FILE 'BIOTECHDS' ACCESS NOT AUTHORIZED 



FILE 'BIOTECHNO' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V., Amsterdam. All rights reserved. 



FILE 'CABA* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 CAB INTERNATIONAL (CABI) 



FILE 'CANCERLIT' ENTERED AT 12:24:32 ON 03 JAN 2003 

FILE 'CAPLUS* ENTERED AT 12:24:32 ON 03 JAN 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'CEABA-VTB* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (c) 2003 DECHEMA eV 

FILE 'CEN' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 TMnerican Chemical Society (ACS) 

FILE 'CIN' ENTERED AT 12:24:32 ON 03 JAN 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

FILE »CONFSCI' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 

FILE 'CROPS' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE 'CROPU' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE 'DDFB' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE 'DDFU* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE 'DGENE' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE 'DRUGB' ACCESS NOT AUTHORIZED 

FILE 'DRUGLAUNCH' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 IMSWORLD Publications Ltd 

FILE 'DRUGM0N0G2* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 IMSWORLD Publications Ltd 

FILE 'DRUGNL' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 IMSWORLD Publications Ltd 

FILE 'DRUGU* ACCESS NOT AUTHORIZED 

FILE ' DRUGUPDATES ' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 IMSWORLD Publications Ltd 

FILE 'EMBAL' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 

FILE 'EMBASE' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V. All rights reserved. 

FILE 'ESBIOBTVSE* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Elsevier Science B.V., Amsterdam. All rights reserved. 
FILE 'FEDRIP' ENTERED AT 12:24:32 ON 03 JAN 2003 



FILE *FOMAD* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Leatherhead Food Research Association 

FILE 'FOREGE' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Leatherhead Food Research Association 

FILE 'FROSTI^ ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Leatherhead Food Research Association 

FILE *FSTA' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 International Food Information Service 

FILE 'GENBANK' ENTERED AT 12:24:32 ON 03 JAN 2003 

FILE 'HEALSAFE' ENTERED AT 12:24:32 ON 03 JPJ^ 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'IFIPAT* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 IFI CLAIMS (R) Patent Services (IFI) 

FILE • JICST-EPLUS' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Japan Science and Technology Corporation (JST) 

FILE 'KOSMET' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 International Federation of the Societies of Cosmetics Chemists 

FILE 'LIFESCI' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'MEDICONF* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (c) 2003 FAIRBASE Datenbank GmbH, Hannover, Germany 

FILE 'MEDLINE' ENTERED AT 12:24:32 ON 03 JAN 2003 

FILE 'NIOSHTIC* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 U.S. Secretary of Commerce on Behalf of the U.S. Government 
FILE 'NTIS' ENTERED AT 12:24:32 ON 03 JAN 2003 

Compiled and distributed by the NTIS, U.S. Department of Commerce. 
It contains copyrighted material. 
7U.1 rights reserved. (2003) 

FILE 'OCEAN' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'PASCAL' ENTERED AT 12:24:32 ON 03 JAN 2003 

Any reproduction or dissemination in part or in full, 

by means of any process and on any support whatsoever 

is prohibited without the prior written agreement of INIST-CNRS. 

COPYRIGHT (C) 2003 INIST-CNRS. All rights reserved. 

FILE 'PHAR' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 PJB Publications Ltd. (PJB) 

FILE 'PHARMAML' ENTERED AT 12:24:32 ON 03 JAN 2003 

Copyright 2003 (c) MARKETLETTER Publications Ltd. All rights reserved. 
FILE 'PHIC ENTERED AT 12:24:32 ON 03 JAN 2003 



COPYRIGHT (C) 2003 PJB Publications Ltd. (PJB) 



FILE 'PHIN' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 PJB Publications Ltd. (PJB) 

FILE 'PROMT* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Gale Group. All rights reserved. 

FILE 'SCISEARCH' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Institute for Scientific Information (ISI) (R) 

FILE 'SYNTHLINE* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Prous Science 

FILE 'TOXCENTER* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 ACS 

FILE 'USPATFULL' ENTERED AT 12:24:32 ON 03 JAN 2003 

CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'USPAT2' ENTERED AT 12:24:32 ON 03 JAN 2003 

CA INDEXING COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'VETB' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE 'VETU' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 



FILE 'WPIDS' ACCESS NOT AUTHORIZED 



FILE 'WPINDEX' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 THOMSON DERWENT 

FILE 'CBNB* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (c) 2003 ELSEVIER ENGINEERING INFORMATION, INC. 

FILE 'CHEMLIST* ENTERED AT 12:24:32 ON 03 JAN 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2003 American Chemical Society (ACS) 

FILE 'CSNB* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (c) 2003 THE ROYAL SOCIETY OF CHEMISTRY (RSC) 

FILE » ENERGY* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (c) 2003 USDOE for the lEA-Energy Technology Data Exchange (ETDE) 

FILE 'HSDB' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 NATIONAL LIBRARY OF MEDICINE 



FILE 'INIS' ACCESS NOT AUTHORIZED 



FILE 'IPA' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 American Society of Hospital Pharmacists (ASHP) 

FILE 'MSDS-CCOHS* ENTERED AT 12:24:32 ON 03 JAN 2003 

Copyright Notice: Permission to copy is not required for this file 

FILE *MSDS-OHS* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 MDL INFORMATION SYSTEMS (MDL) 



FILE 'NAPRALERT' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Board of Trustees of the University of Illinois, 

University of Illinois at Chicago. 

FILE 'NLDB' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Gale Group. All rights reserved. 

FILE »POLLUAB' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'RTECS' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 U.S. Secretary of Commerce on Behalf of the U.S. Government (DOC) 

FILE 'IMOBILITY' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Society of Automotive Engineers^ Inc. 

FILE 'COMPENDEX' ENTERED AT 12:24:32 ON 03 JAN 2003 
Compendex Compilation and Indexing (C) 2003 

Elsevier Engineering Information Inc (EEI) . All rights reserved. 

Compendex (R) is a registered Trademark of Elsevier Engineering Information Inc. 

FILE 'COMPUAB' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 

FILE »CONF' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (c) 2003 FIZ Karlsruhe 

FILE 'ELCOM' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'EVENTLINE* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 EXCERPTA MEDICA MEDICAL COMMUNICATIONS B.V. (EMMC) 

FILE 'IMSDRUGCONF' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 IMSWORLD Publications Ltd. 

FILE 'PAPERCHEM2' ENTERED AT 12:24:32 ON 03 JAN 2003 

Paperchem2 compilation and indexing (C) 2003 

Elsevier Engineering Information Inc. All rights reserved. 

FILE 'SOLIDSTATE' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Cambridge Scientific Abstracts (CSA) 



FILE 'BABS* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (c) 2003 Beilstein-Institut zur Foerderung der Chemischen Wissenschaf ten 
licensed to Beilstein Chemiedaten & Software GmbH and MDL Information Systems GmbH 

FILE 'DIOGENES* ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 FOI Services, Inc. (FOI) 

FILE 'INVESTEXT' ENTERED AT 12:24:32 ON 03 JAN 2003 
COPYRIGHT (C) 2003 Thomson Financial Services, Inc. (TFS) 

FILE 'USAN* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 U.S. Pharmacopeial Convention, Inc. (USPC) 

FILE 'DKF* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Dokumentation Kraf tf ahrwesen e.V., Germany 



FILE »FORIS' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Informations zentrum Sozialwissenschaf ten, Bonn (IZS) 



FILE 'FORKAT' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Bundesministerium fuer Bildung, 

Wissenschaft, Forschung und Technologie (binb+f ) 

FILE 'RUSSCI' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Andrigal Ltd. 

FILE 'SOLIS' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Informations zentrum Sozialwissenschaf ten, Bonn (IZS) 

FILE 'UFORDAT* ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 Umweltbundesamt , D-14191 Berlin (UBA) 

FILE 'AQUIRE' ENTERED AT 12:24:32 ON 03 JAN 2003 

COPYRIGHT (C) 2003 US Environmental Protection Agency (EPA) 

FILE 'ULIDAT' ENTERED AT 12:24:32 ON 03 Jm 2003 

COPYRIGHT (C) 2003 Umweltbundesamt , D-14191 Berlin (UBA) 



=> s dipeptidylpeptidase 

41 FILES SEARCHED... 

91 FILES SEARCHED. . . 
LI 2522 DIPEPTIDYLPEPTIDASE 



=> s 11 (lOA) (aliphatic or aromatic) 

35 FILES SEARCHED... 

67 FILES SEARCHED... 
L2 3 LI (lOA) (ALIPHATIC OR AROMATIC) 

=> s (n terminal) or (n terminus) 

22 FILES SEARCHED... 

41 FILES SEARCHED... 

58 FILES SEARCHED... 

78 FILES SEARCHED... 
L3 584265 (N TERMINAL) OR (N TERMINUS) 

=> s (aliphatic or aromatic) 

40 FILES SEARCHED... 

74 FILES SEARCHED. . . 
L4 2475801 (ALIPHATIC OR AROMATIC) 



=> s 14 (6A) 13 

52 FILES SEARCHED... 

87 FILES SEARCHED. . . 
L5 831 L4 (6A) L3 

=> s 11 and 15 

57 FILES SEARCHED. . . 
L6 6 LI AND L5 



=> duplicate 

ENTER REMOVE, IDENTIFY, ONLY, OR (?): remove 
ENTER L# LIST OR (END):16 

DUPLICATE IS NOT AVAILABLE IN ' ADISINSIGHT, ADISNEWS, BIOCOMMERCE, DGENE, 
DRUGLAUNCH, DRUGM0N0G2, DRUGUPDATES, FEDRIP, FOREGE, GENBANK, KOSMET, 
MEDICONF, PHAR, PHARMAML, SYNTHLINE, CHEMLIST, HSDB, MSDS-CCOHS, MSDS-OHS, 
RTECS, CONF, EVENTLINE, IMSDRUGCONF, DIOGENES, INVESTEXT, USAN, FORIS, FORKAT, 
UFORDAT, AQUIRE' . 

ANSWERS FROM THESE FILES WILL BE CONSIDERED UNIQUE 



DUPLICATE PREFERENCE IS 'BIOTECHABS, IFIPAT, USPATFULL, WPINDEX* 
KEEP DUPLICATES FROM MORE THAN ONE FILE? Y/(N):n 
PROCESSING COMPLETED FOR L6 

L7 5 DUPLICATE REMOVE L6 (1 DUPLICATE REMOVED) 

=> d 17 1-5 bib ab 



L7 ANSWER 1 OF 5 IFIPAT COPYRIGHT 2003 IFI DUPLICATE 1 

AN 10221052 IFIPAT ; IFIUDB; IFICDB 

TI DIPEPTIDYLPEPTIDASES AND METHODS OF USE 

INF Banbula; Agnieszka, Chapel Hill, NC, US 

Bugno; Marcin, Chapel Hill, NC, US 

Potempa; Jan S., Athens, GA, US 

Travis; James, Athens, GA, US 
IN Banbula Agnieszka; Bugno Marcin; Potempa Jan S; Travis James 
PAF The University of Georgia Research Foundation, Inc, Athens, 30602-7411, 

US 

PA Georgia, University of Research Foundation Inc (14053) 

AG MUETING, RAASCH & GEBHARDT, P. A., P.O. BOX 581415, MINNEAPOLIS, MN, 

55458, US 
PI US 2002164759 Al 20021107 
AI US 2001-8355 20011108 
PRAI US 2000-246827P 20001108 (Provisional) 

FI US 2002164759 20021107 

DT Utility; Patent Application - First Publication 
FS CHEMICAL . 

APPLICATION 

GOVI (0002) The present invention was made with government support under Grant 
No. DE 09761, awarded by the National Institutes of Health. The 
Government may have certain rights in this invention. 

CLMN 23 

GI 9 Figure (s) . 

FIG, 1 depicts a plot of the absorbance at 280 nm (A) and amidolytic 
activity against Ala-Phe-pNA (*) for the purification of P. gingvivalis 
dipeptidylpeptidase (DPP-7) from the acetone precipitate of the 
P. gingivalis cell extract. The straight solid lines indicate gradients 
in the eluting composition. 

FIG. 1(a) illustrates the separation of DPP-7 on hydroxyapatite (100 ml) 
equilibrated with 20 mM potassium phosphate buffer, pH 7.0, and using a 
potassium phosphate gradient from 20 mM to 300 mM. 

FIG. 1(b) illustrates the separation of DPP-7 obtained from the previous 
step on Phenyl-Sepharose HP (25 ml) equilibrated with 50 mM potassium 
phosphate, IM ammonium sulfate, pH 7.0, at a flow rate of 30 ml/hour, and 
using an ammonium sulfate gradient from 0.4M to 0 M. 

FIG. 1(c) illustrates the separation of DPP-7 on a MonoS FPLC column using 
a sodium chloride gradient from OM to 0 . 3M then from 0 . 3M to IM. 

FIG. 2 is a depiction of the SDS-PAGE of fractions obtained during the 
purification of P. gingivalis DPP-7 with Lane A representing molecular 
mass markers (phosphorylase B, 97 kDa; bovine serum albumin, 68 kDa; 
ovalbumin, 43 kDa; carbonic anhydrase, 30 kDa; soybean trypsin inhibitor, 
20 kDa; alphalactalbumin, 14 kDa) ; Lane B representing acetone 
precipitate from Triton X-100 extract of P. gingivalis; Lane C 
representing hydroxyapatite column eluate; Lane D representing 
PhenylSepharose column eluate; and Lane E representing MonoS column 
eluate . 

FIG. 3 depicts a plot of the DPP-7 activity against Ala-Phe-pNA vs. pH. 
Enzyme activity was tested on Ala-Phe-pNA substrate in different buffers 
including: HEPES (*) ; PIPES (*) ; potassium phosphate (*); Tris 
(composite-function) ; and MES (uptriangle-f illed) . 

FIG. 4 depicts the coding sequence (SEQ ID N0:1) encoding P. gingivalis 
DPP-7 (SEQ ID N0:2) . Sequences obtained from the Edman degradation of the 
trypsin fragmented DPP-7 polypeptide chain are underlined. The putative 



active site serine residue is marked by the black background. 
FIG. 5 is a listing of sequences comparing the C-terminal regions of the 
P. gingivalis DPP-7 (residues 664-695; SEQ ID N0:3) and S. aureus V8 
endopeptidase (residues 704-863; SEQ ID N0:4). Common residues are 
indicated by the single letter amino acid in the line between the two 
sequences;. The symbol in the line between the two sequences indicates 

similar residues. 

FIG. 6 depicts a multiple sequence alignment of P. gingivalis DPP-7 and 
its putative homologues . Sequences of DPP-7 related proteinases were 
obtained from the conceptual translation of the following ORFs retrieved 
from unfinished and finished genomes databases (available at 
www.tigr.org): Sl-Shewanella putrefaciens gnl vert-bar TIGR-24 vert-bar 
sputre 6401 (SEQ ID N0:5); S2-Shewanella putrefaciens gnl vert-bar 
TIGR-24 vert-bar sputre 6410 (SEQ ID N0:6); X-Xylella fastidiosa gb 
vert-bar AE004008.1 vert-bar (SEQ ID N0:7); Pl-Porphyromonas gingivalis 
gnl vert-bar TIGR vert-bar P. gingivalis_CPG. con (SEQ ID N0:8); P2-P. 
gingivalis DPP-7 gnl vert-bar TIGR vert-bar P. gingivalis CPG.con (SEQ ID 
NO: 9). The sequences were subsequently aligned using the ClustalW 
multiple sequence alignment tool. 
AB The present invention provides isolated polypeptides, 

dipeptidylpeptidases f active analogs, active fragments, or active 
modifications thereof, having amidolytic activity for cleavage of a 
peptide bond between the second and third amino acids from the N-terminal 
end of a target polypeptide, wherein the target polypeptide has an 
aliphatic or an aromatic residue as a substituent on the alpha -carbon 
atom of the second amino acid from the N-terminal end of the peptide. 
Isolated nucleic acids encoding dipeptidylpeptidases are also 
provided, as are methods of reducing growth of a bacterium by inhibiting 
a dipeptidylpeptidase ' 
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AB DERWENT ABSTRACT: 

NOVELTY - An isolated dipeptidylpeptidase (I) or its active 
analog, having amidolytic activity for cleavage of a peptide bond between 
the second and third amino acids from the N-terminal end of a target 
polypeptide (TP) , where TP has an aliphatic or an aromatic residue as a 
substituent on the alpha-carbon atom of the second amino acid from the 
N-terminal end of TP, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: (1) an isolated polypeptide (II) comprising at least 40 % 
identity with a 712 residue amino acid sequence (SI), given in the 
specification; (2) an isolated nucleic acid (III) comprising a coding 
sequence encoding (I) or its active analog, active fragment, or active 
modification having amidolytic activity for cleavage of a peptide bond 
between the second and third amino acids from the N-terminal end of a 
target polypeptide, where the target polypeptide has an aliphatic or an 
aromatic residue as a substituent on the alpha-carbon atom of the second 
amino acid from the N-terminal end of the polypeptide; (3) an isolated 



nucleic acid (IV) encoding (II); (4) an immunogenic composition (V) 
comprising (I) or its antigenic analog, antigenic fragment or antigenic 
modification having amidolytic activity for cleavage of a peptide bond 
present in a target polypeptide, where the peptide bond is located 
between the second and third amino acids from the N-terminal end of the 
target polypeptide, and the second amino acid from the N- _ 
terminal end of the polypeptide has ah aliphatic or an 
aromatic residue as a substituent on the alpha-carbon atom; and (5) a 
composition (VI) comprising an inhibitor of (I) . 

WIDER DISCLOSURE - A coding region sharing a significant level of 
primary structure with the coding region present at SI. 

BIOTECHNOLOGY - Preferred Polypeptide: (I) is a serine protease 
isolated from Porphyromonas gingivalis. (I) is encoded by a 2139 base 
pair sequence (S3), given in the specification. Preferred Nucleic Acid: A 
complement of (III) hybridizes to (S3) under hybridization conditions of 
0.5 M phosphate buffer, pH 7.2, 7 % sodium dodecyl sulfate (SDS), at 65 
degrees C, where at least 20 nucleotides of the complement hybridize. 
Preferred Composition: In (V), the second amino acid is selected from 
alanine, phenyl alanine, isoleucine, and leucine. 

ACTIVITY - Antiinflammatory; Antibacterial. No biological data is 
given. 

MECHANISM OF ACTION - Inhibitor of (I). 

USE - (I) is useful for identifying an inhibitor of (I), or its 
active analog, active fragment, or active modification, by identifying a 
compound that inhibits the amidolytic activity of (I) by incubating (I) 
with the compound under conditions that promote amidolytic activity of 
(I), and determining if the amidolytic activity of (I) is inhibited 
relative to the amidolytic activity in the absence of the compound. (VI) 
is useful for reducing growth of a bacterium by inhibiting (I) or its 
active analog, active fragment, or active modification, by contacting (I) 
with (VI), and for protecting an animal from a periodontal disease caused 
by Porphyromonas gingivalis by administering (VI) to the animal, where 
the disease is gingivitis or periodontitis. (All claimed), (I) is useful 
for reducing growth of bacteria, preferably a bacterial pathogen that 
causes periodontal disease such as P. gingivalis in vitro or in vivo. (V) 
is useful for protecting an animal from a disease caused by P. 
gingivalis . 

ADMINISTRATION - The inhibitor of (I) is administered by subgingival 
application or controlled release delivery. No dosage is given. 

EXAMPLE - Porphyromonas gingivalis DPP-7 was purified from strain 
HG66. The cells were grown and protein concentration was determined. The 
localization of active enzyme was checked in bacterial cells that had 
been subjected to a previously described fractionation procedure. All 
fractions, as well as the full culture, culture medium, and full culture 
after sonication, were assayed for amidolytic activity against 
H-A-Fe-pNA. Enzyme purification was performed, and the cells were 
collected by centrif ugation and resuspended in 50 mM potassium phosphate 
buffer. The outer membrane proteins were solubilized with 0.05 % Triton 
X-100. After 2 hours of gentle stirring, unbroken cells were removed by 
centrif ugation. Proteins from the supernatant were precipitated with cold 
acetone collected by centrif ugation, and redissolved in 50 mM potassium 
phosphate buffer. After extensive dialysis against the same buffer the 
sample was loaded onto a hydroxyapatite column previously equilibrated 
with 20 mM potassium phosphate. The column was then washed until the A280 
fell to zero. Bound proteins were eluted with a potassium phosphate 
gradient and fractions were analyzed for amidolytic activity against 
H-A-P-pNA. The active fractions were saturated with 1 M ammonium sulfate 
and loaded onto a Phenyl-Sepharose HP coliimn equilibrated with 50 mM 
potassium phosphate. The column was washed with two volumes of the 
equilibration buffer, followed by a wash with buffer containing 0.4 M 
ammonixim sulfate, and developed with a descending gradient of ammonium 
sulfate from 0.4-0 M. Active fractions were pooled, extensively dialyzed 



against 20 mM 2-morpholinoethanesulf onic acid (MES)^ pH 6.6 and applied 
onto a MonoS HR 5/5 fast pressure liquid chromatography (FPLC) column 
equilibrated with the same buffer. Bound proteins were eluted with a 
0-300 mM NaCl gradient. A homogeneous preparation of active proteinase 
was obtained. Electrophoretic techniques were used to monitor enzyme 
purification and estimate the enzyme molecular mass. The purified 
dipeptidylpeptidase was subjected to in-gel tryptic digestion. 
Peptides were extracted and separated by microbore reverse-phase high 
pressure liquid chromatography (HPLC) . Fractions absorbing at 210 nm were 
manually collected, and their masses were determined. Selected peptides 
were subjected to Edman degradation. The DPP-7 coding sequence was 
identified. An unfinished P. gingivalis W83 genome database, available 
from the institute for genomic research, was searched for the presence of 
nucleotide sequences corresponding to the amino-terminal and the internal 
DPP-7 amino acid sequences using the TBLASTN algorithm. (65 pages) 
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NOVELTY - An isolated dipeptidylpeptidase (I) or its active 
analog, having amidolytic activity for cleavage of a peptide bond between 
the second and third amino acids from the N-terminal end of a target 
polypeptide (TP) , where TP has an aliphatic or an aromatic residue as a 
substituent on the alpha -carbon atom of the second amino acid from the 
N-terminal end of TP, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) an isolated polypeptide (II) comprising at least 40 % identity 
with a 712 residue amino acid sequence (SI), given in the specification; 

(2) an isolated nucleic acid (III) comprising a coding sequence 
encoding (I) or its active analog, active fragment, or active modification 
having amidolytic activity for cleavage of a peptide bond between the 
second and third amino acids from the N-terminal end of a target 
polypeptide, where the target polypeptide has an aliphatic or an aromatic 
residue as a substituent on the alpha -carbon atom of the second amino 
acid from the N-terminal end of the polypeptide; 

(3) an isolated nucleic acid (IV) encoding (II); 

(4) an immunogenic composition (V) comprising (I) or its antigenic 
analog, antigenic fragment or antigenic modification having amidolytic 
activity for cleavage of a peptide bond present in a target polypeptide. 



where the peptide bond is located between the second and third amino acids 
from the N-terminal end of the target polypeptide, and the second amino 
acid from the N-terminal end of the polypeptide has an 
aliphatic or an aromatic residue as a substituent on the alpha 
-carbon atom; and 

(5) a composition (VI) comprising an inhibitor of (I). 
- AGTI-VI-TY - -Antiin-f lammatory ; Antibacte-ri-a-1 . - - 

No biological data is given. 

MECHANISM OF ACTION - Inhibitor of (I) . 

USE - (I) is useful for identifying an inhibitor of (I), or its 
active analog, active fragment, or active modification, by identifying a 
compound that inhibits the amidolytic activity of (I) by incubating (I) 
with the compound under conditions that promote amidolytic activity of 
(I), and determining if the amidolytic activity of (I) is inhibited 
relative to the amidolytic activity in the absence of the compound. (VI) 
is useful for reducing growth of a bacterium by inhibiting (I) or its 
active analog, active fragment, or active modification, by contacting (I) 
with (VI), and for protecting an animal from a periodontal disease caused 
by Porphyromonas gingivalis by administering {VI ) to the animal, where the 
disease is gingivitis or periodontitis. (All claimed) . (I) is useful for 
reducing growth of bacteria, preferably a bacterial pathogen that causes 
periodontal disease such as P. gingivalis in vitro or in vivo. (V) is 
useful for protecting an animal from a disease caused by P. gingivalis. 
Dwg. 0/6 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A unique and novel angiotensin AT4 receptor and AIV ligand system for 

binding a small N-terminal hexapeptide fragment of Angiotensin II 
(referred to as AIV, with amino acid sequence Val.sub.l -Tyr.sub.2 
-lie. sub. 3 -His. sub. 4 -Pro. sub. 5 -Phe.sub.6 ; SEQ. ID. NO. 1) is 
disclosed. AIV ligand binds saturably, reversibly, specifically, and 
with high affinity to membrane AT4 receptors in a variety of tissues, 
including heart, lung, kidney, aorta, brain, liver, and uterus, from 
many animal species. The AT4 receptor is pharmacologically distinct from 
classic angiotensin receptors (ATI or AT2) . The system employs AIV or 
C-terminally truncated or extended AlV-like peptides (e.g., VYIHPFX; 
SEQ. ID. NO. 8) as the signaling agent, and the AT4 plasma membrane 
receptor as the detection mechanism. The angiotensin AT4 receptor and 
receptor fragments (including the receptor binding site domain) are 
capable of binding a VYIHPF (SEQ. ID. NO. 1) angiotensin AIV N-terminal 
peptide but not an angiotensin All or AIII N-terminal peptide, i.e., 
DRVYIHPF (SEQ. ID. NO. 2) or RVYIHPF (SEQ. ID. NO. 3), respectively. 
Also disclosed are processes for isolating angiotensin AT4 receptor and 
AIV angioteninase, identifying angiotensin AIV agonists and antagonists. 



and constructing diagnostic assays to specifically measure AIV and 
Al-specific angiotensinase in biological fluids. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A unique and novel angiotensin AT4 receptor and AIV ligand system for 
binding a small N-terminal hexapeptide fragment of Angiotensin II 
(referred to as AIV, with amino acid sequence Val.sub.l -Tyr.sub.2 
-lie. sub. 3 -His. sub. 4 -Pro. sub. 5 -Phe.sub.6 ; SEQ. ID. NO. 1) is 
disclosed. AIV ligand binds saturably, reversibly, specifically, and 
with high affinity to membrane AT4 receptors in a variety of tissues, 
including heart, lung, kidney, aorta, brain, liver, and uterus, from 
many animal species. The AT4 receptor is pharmacologically distinct from 
classic angiotensin receptors (ATI or AT2). The system employs AIV or 
C-terminally truncated or extended AlV-like peptides (e.g., VYIHPFX; 
SEQ- ID. NO. 8) as the signaling agent, and the AT4 plasma membrane 
receptor as the detection mechanism. The angiotensin AT4 receptor and 
receptor fragments (including the receptor binding site domain) are 
capable of binding a VYIHPF (SEQ. ID. NO. 1) angiotensin AIV N-terminal 
peptide but not an angiotensin All or AIII N-terminal peptide, i.e., 
DRVYIHPF (SEQ. ID. NO. 2) or RVYIHPF (SEQ. ID. NO. 3), respectively. 
Also disclosed are processes for isolating angiotensin AT4 receptor and 
AIV angioteninase, identifying angiotensin AIV agonists and antagonists, 
and constructing diagnostic assays to specifically measure AIV and 
Al-specific angiotensinase in biological fluids. 



